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Explanation of Animals Listed in Column E 
2005-2006 tSDA Annual Report for Registration Number 23-R-0012 


Dogs 

Eighteen ( 1 8) dogs are listed in Column E. 

GLP Dose Ranue Study 

Two (2) dogs were part of a Safety Assessment study that was conducted in 
accordance with US Food and Drug Administration Good Laboratory Practice for 
Nonclinical Laboratory Studies. 21 CRF Part 58. The dogs were used on a dose 
range finding study. The first dose created unanticipated neurological signs (e.g. 
animals exhibited tremors, showed altered consciousness) in a male and a female 
dog. Clinical signs diminished over the short half-life of the drug. It was decided 
to decrease the dose for the next scheduled dosing and re-dose the same 2 dogs. 
.\fter the second dose both dogs showed similar neurological signs. The animals 
were then euthanized immediately. Treating the dogs with anesthetics or 
analgesics would have interfered with the documentation of the disease process 
for drug safety assessment. 

Osteoarthritis Study 

Sixteen (16) dogs were assigned to an osteoarthritis study. Dogs on study 
underwent intra-articular sampling and injection while under anesthesia. The 
animals were monitored at least twice daily. Some of the dogs exhibited lameness 
after the procedure but usually for only a few hours. No pain relieving drugs 
could be given because the drugs affect cytokine production and'or inflammation 
that would interfere with interpretation of data. 

Ferrets 

Si-xty five (65) ferrets are listed in Column E. 

Studies for development of novel anti-emetic compounds for the treatment of 
chemotherapy induced emesis 

Sixty five (65) ferrets were involved In studies to evaluate novel anti-emetic 
compounds. .Animals were given novel anti-emetic compounds plus vehicle then 
given a known agent that causes vomiting and closely monitored. Animals 
showed mild to moderate signs of sedation (quiet and sleeping) within the first 
few hours of dosing. Signs of emesis were not seen routinely. All animals were 
euthanized shortly after the end of the 6 hour studies. Known anti-emetic 
compounds or analgesics were not given because of interference w ith study 
results. 





Guinea Pigs 

Eighty two (82) guinea pigs are listed in Column E. 

Studies developine novel antimicrobial therapies for infectious pneumonia 
Forty two (42) guinea pigs vvere assigned to a study evaluating treatments tor 
infectious pneumonia. Animals on study were anesthetized and infected with 
bacteria that were placed into one lung by non-surgical intra-tracheal instillation. 
Animals were then divided into control and drug-treated groups and drug treated 
animals started therapy within 24 hours post-infection. All guinea pigs on this 
study continued to eat and none showed signs of respiratory distress. Some 
animals had a weight loss of approximately 10%. The guinea pigs wore 
euthanized on the 3^^ day post-infection. Analgesics could not be used because of 
interference with disease development and study results. 

Studies exposing tzuinea pies to cigarette smoke to develop a pulmonary disease 
model 

Forty (40) guinea pigs were exposed to cigarette smoke for 15. 30, 60 or 120 
minutes daily for several days. The animals were weighed and observed daily. 
None of the animals showed signs of respiratorv' distress. The guinea pigs could 
not be given analgesics or treated for respiratory abnormalities since this would 
interfere with development of this model. 

Nonhuman Primates 

Thirteen (13) monkeys are listed in Column E. 

Studies evaluating thvroid hormone metabolism and pharmacokinetics 
Thirteen (13) monkeys were used on a study to evaluate thyroid hormone 
metabolism and pharmacokinetics of novel compounds used to treat thyroid 
hormone abnormalities. Animals were required to fast at least 24 hours based on 
published findings that a 24-hour fast was necessary to get the required baseline 
levels of thyroid hormone for the study. Blood was collected from the animals 
after the 24 hour time point. No animals were observed with abnormal clinical 
signs. 
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